Like other autoimmune diseases, the pathophysiology of multiple sclerosis (MS) involves a complex interaction between genetic and environmental factors 1 . However, psychological stressors and states of anxiety and depression also seem to contribute to the onset of clinical and subclinical relapses in MS 2 . Psychiatric symptoms in MS are heterogeneous and associated with central nervous system (CNS) abnormalities.
. These symptoms can be divided into two major groups: cognitive and behavioral disorders; and affective and mood disorders. The second group includes depression, fatigue, sleep disorders, bipolar-like disorders, euphoria, excessive crying, pathological laughter, and anxiety.
Previous studies have shown that MS patients present with depression significantly more often than other patients with chronic diseases, especially young men 5 . However, although these symptoms are common, they are often underdiagnosed, causing suffering and worsening of the patient's quality of life. It is estimated, for example, that one-third of patients with MS and major depression or suicidal ideation receive no treatment for their mood disorder 6,7 (Figure1) 8 .
Charcot and Babinski
Murray, in his book on the history of multiple sclerosis, described that the earliest systematized and original descriptions of MS were well defined by Jean-Martin Charcot, a neurologist at Hôpital de Salpêtrière in 1868, as "sclérose en plaques" 9 . The three most reliable indicators of multiple sclerosis-intention tremor, nystagmus, and scanning speech-became known as the Charcot triad 10 . The analysis in this study at the time, of the first reports of patients with MS, pointed to elements of marked relgiosity, mysticism, histrionic behavior and even cases of selfmutilation, already demonstrating an intimate relationship between MS and neuropsychiatry 11 . Mood and emotion disorders in MS were reported by Charcot in his compiled Leçons sur les maladies du système nerveux: Faites a la Salpêtrière (Lessons on Nervous System Diseases: at the Salpêtrière), published in 1868 4 .
This work, a compilation of classes given by Charcot at Salpêtrière Hospital, exposed his ideology that was undoubtedly influenced by the precepts of Claude Bernard (1813-1878). Charcot believed that the description of diseases should be structured beyond Hippocratic clinical observation, trying to correlate this with knowledge of pathology and experimental medicine 12 . His studies demonstrated a solid scientific rigor that led to Charcot obtaining the position of Chair for Diseases of the Nervous System in 1882, as well as assuring his incontestable leadership of several brilliant pupils and their peers. Charcot's strict but unifying personality resulted in a fundamental set of clinical and pathological descriptions that are the basis of modern neurology 13 . However, Charcot's restless investigative spirit was not satisfied, and in the last decades of his life, he became involved in the complex field of hysteria and hypnosis 14 . This produced a battle between rival schools in the era that echoes to this day. Charcot's intuition, including the line of thought of Babinski, one of his most famous disciples, led to his hypothesis of a bidirectional connection between psychiatric or mood disorders and many of the diseases of the nervous system 14 .
Studies beyond the twentieth century
In 1883, Julius Wagner-Jauregg described the case of a woman with psychotic hallucinations, who had a high fever due to a skin infection, but when the infectious process resolved, the psychotic symptoms disappeared 15 . Wagner-Jauregg spent the next decades of his career trying to replicate what he had observed and, by 1917, had some success in treating patients who had psychosis due to tertiary syphilis with blood from soldiers with malaria ( Figure 2 
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). In the early 1990s, a relationship of the immune system with depression, as proposed by Smith
18
, and Kwidzinski and Bechmann 19 , suggested that proinflammatory cytokines, such as IL-1, activate the corticotropin-releasing factor of the hypothalamus, inducing hyperactivation of the hypothalamic-pituitary-adrenal axis and the symptoms of depression.
Final considerations
In recent decades, the relationship between neuropsychiatry and neuroimmunology has intensified as scientific findings have revealed consistent evidence of the influence of mood disorders on diseases in general, and on MS in particular 20 . Medicine's concern with establishing a relationship between temperament, personality, mood disorders, and disease stems from the ancient and middle ages, with references found in the texts by Hippocrates and Galen
12
. However, it was only in the second half of the nineteenth and early twentieth century, with Charcot's pioneering studies, that this discussion was established in a structured way, laying the foundations for neuropsychiatry 14 . In the period between the world wars, clinical observations of the relationship between the immunological reaction and its influence on psychiatric diseases were reported by Wagner-Jauregg, and malariotherapy was developed 15 . Cottrell and Wilson published one of the first papers demonstrating the epidemiological relationship between mood disorders and MS 17 . With our current knowledge of neuroimmunology, especially concerning studies of MS and autoimmune encephalitis, we can find scientific confirmation of the epidemiological and molecular aspects of the intimate relationship between mood disorders and behavior, and immune system activity explaining, in a consistent and scientifically rigorous manner, the hypotheses made over a century ago by Charcot and his disciples 21, 22 . Figure 2 . Wagner-Jauregg and the theory of malariotherapy 16 .
